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FREEDOM OF INFORMATION SUMMARY

1. GENERAL INFORMATION:

a. File Number: NADA 141-108
b. Sponsor: Fort Dodge Animal Health
P.O. Box 1339

Fort Dodge, Iowa 50501

Drug Labeler Code: 053501

c. Established Name: Etodolac

d. Proprietary Name: ' EtoGesic® Tablets

e. Dosage Form: Tablet

f. How Supplied: Each tablet size is scored and is available in

bottles of 7, 30, and 90 tablets.

g. How Dispensed: Rx

h. Amount of Active Ingredients: 150 mg, 300 mg, and 500 mg etodolac.

i. Route of Administration: Oral

j.  Species/Class: Canine

k. Recommended Dosage: 10 to 15 mg/kg body weight (4.5 to 6.8
mg/1b) given orally once daily.

1. Pharmacological Category: Non-steroidal anti-inflammatory drug

m. Indications: For the management of pain and
inflammation associated with osteoarthritis
in dogs.

n. Effect of Supplement: This supplement allows for the addition of a
500 mg tablet.

2. EFFECTIVENESS:

The approval of the larger size tablet containing 500 mg etodolac does not require
new effectiveness data, as the minimum dose remains the same as currently approved.
The approval is based on the manufacturing information on containers/closures,

2






labeling, dissolution and stability of the new larger size tablets. Refer to the FOI
Summary for the original approval dated July 22, 1998.

. TARGET ANIMAL SAFETY:

The approval of the larger size tablet containing 500 mg etodolac does not require
new target animal safety data, as the maximum dose remains the same as currently
approved. The approval is based on the manufacturing information on
containers/closures, labeling, dissolution and stability of the new larger size tablets.
Refer to the FOI Summary for the original approval dated July 22, 1998.

. HUMAN SAFETY:

This drug is intended for use in dogs, which are non-food animals. Because this new
animal drug is not intended for use in food-producing animals, data on human safety
pertaining to drug residues in food were not required for approval of this
supplemental NADA.

Human warnings are provided on the product label as follows: “Keep out of reach of
children” and “Not for human use.”

. AGENCY CONCLUSIONS:

The data submitted in support of this supplemental NADA satisfy the requirements of
section 512 of the Federal Food, Drug, and Cosmetic Act and 21 CFR Part 514 of the
implementing regulations. The data demonstrates that EtoGesic® Tablets, when
administered orally, are safe and effective for the management of pain and
inflammation associated with osteoarthritis in dogs.

This supplement is a Category II change under the Center’s supplemental approval
policy, 21 CFR 514.106(b)(2)(ii). The approval of this change is not expected to have
any adverse effect on the safety or effectiveness of this new animal drug.
Accordingly, this approval did not require a reevaluation of the safety and
effectiveness data in the parent application.

This approval does not qualify for marketing exclusivity under section
512(c)(2)(F)(iii) of the Federal Food, Drug, and Cosmetic Act.

. ATTACHMENTS:

Facsimile Labeling is attached as indicated below:
a. Bottle labels for 7, 30, and 90 count bottles.
b. Package insert
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NADA 141-108, Approved by FDA
az
EtoGesic®
(etodolac)

TABLETS FOR ORAL USE IN DOGS ONLY
Caution: Federal (U.S.A.) aw restricts this drug to sz by or on the order of a Scensed veterinarian.

Blodotac s mmmmswwwaw
nw]mvmmm structural formula for etodolac s

85%

INFORMATION FOR DOG OWNERS
%&thmmumammmmmmmuwu
Adv ctions appetite, vomiting, dkarrhea, dark or tarry stools, Increased water
Increased urination, pale Qums due to anemia, yellowing of gums, sikin or whits of the eye

ncoordination, or behavioral changes. adverss reatlions

Sesious

associaled with this drug tlass can witheul warning and in rare siations result in dealh (see

Adverse Reactions). Dwners should be advised i discontinue therapy and heir

immediately I signs of inlslerance are shserved. The vast majority of patients with drug

related adverse reactions have recovered when the signs are recognized, the drug is withdrawn, and

mmumuwmmsmmmummmmmm
follow-up for al dogs during administration of any NSAID.
WARNINGS

Keep out of reach of children, Not for human use. Consult a physician in cases of accidental ingestion by
humans. For use in dogs snly. Do not use in cats.

2 horough

Appropriate Bboratory fests to establésh

REACTIONS
116 dogs, where treatment was administered for 8 days,

the following adverse reactions were
BleGesic Tablets Placebe
G Oy A by Adverse Reaclion % of Dogs: % of Dogs
The et for ks -0 The o weghtof e bis b 28737, L1 ra voriig 4% 1%
485 and an coefficient of 1.4 at pH 7.4. Eindolac is 2 white 0.9% 26%
compound, insoluble In water but sohuble in mwmamub%-:m lethargy 34% 26%
150,300 or 500 mg o eborklc. Ganheatoost stodl 26% 7%
Etodotac Is 2 on-narcotic, nontsteroidal m-mnmmw(usumm-m 26% 0
Mwmmmmumumhmummk wiicaria 0.9% )
mmuwmnm cyclooxygenase activity. Two unique
bave been COX-1, betavioral clange,
mmmmmm-nmummmmmu TOX-2, iwteating In house 0% 0
wmrmx:: mm:wuwxwmmuwgm 0.9% 1.7%
gastrointestinal mnm provides anti-inflammatory acthviy. In
experiments, etodolac demonsirated more selective inhibion of COX-2 than COX-1. Etodolac also F of the 1o receive etodolac. One dog developed
inhiblts macrophage chemotaxis i vivo and b wdP, Because of the: of macrophages in the mmzmmamm of cinical signs.

inflammatory response, of efodolac could be partially mediated through
mumaumm%

F in heathy beagle absorbed from the
gastrointestinal tract Mwwmmmmmmamwcmm
MWNMMMMMMImmmdeMM

inthe of food. As relative bioavaitabiiity of the
MMMWUMMBW‘IM Peak pt concentrations are usually
attained within 2 hours of administration. the terminal hali-Bfe Increases In a nonfasted state,
mmmmmm(ksmmwwmwmwmue ﬂuﬂystale).
Pharmacokinetic parameters estimated in QWM(ﬂthW
beagie dogs are summarized in the following table:

mmm—uh
1lluglonopnn- Adminisirstion of 150 mg

Bodolac (approxienately 12-17 mgAg)

was discontinued unti

mmmmmmnmmmummmm

vomiting which was attributed to treatment, and etodolac was . Hypoprotelnemia was

identified in one dog following 11 morths of etodotac therapy. Tmmm“m
ubsequently returned to normal.

Post-Approval Experience:

As with other drugs in the NSAID class, adverss responses to EtoGesic tablets may occur. The adverse

drug reactions listed below are based on voisntary post-approvat reporting. The categories of adverse

event reports are listed below in decreasing order of frequency by body system.
(Gastrointestinal: Vomiting, diarrnea, bieeding, melena,
gastroimestingl uiceration,
mmmmms;mmmmmm
Neurological/Behavioral/Special Senses: Ataxia, paresis, aggression, sedation, hywuwm
disorientation, hyperesthesia, selzures, vestibular signs, sicca,
nmmmmmmmmmmmm

dermatitis, edema, alopecia, urticarta.

Pharmacokinelic E™Y Pruritus,
Parsmeles Fnz m Cardiovascular/Respiratory. Tachycardia, dyspnea.
In rare situations, death has bes of some responses listed
Crrx (1AL 20:642 16.9:0.84 To report o ctions, or 1o obtain tanct, cah (B00) 4771365,
Trmax (hours) 1.69+0.69 1.0810.45 SAFETY
|nnmmmmmmmnmmwmmmamwmh
AUCq., (pgrhours/mL) 6412179 63.94289 aslong 25 uzynr(geF jons).
Terminal halt-ite, by, (hrs) 7.66£2.05 11982552

Pharmacokinetics in dogs with reduced kidney function: in a study involving four beagie dogs with
induced acute renal tallure, there was no observed change in drug bicavailabiity after administration of

200 my single oral etodolac doses. na m:nWWMMcmsm

mwwmm concenirations were observed after single 200 mg

doses of etodolac. This was not ety Rtie “-—‘bymmwsmmm
Aa the liver and feces. In addition, etodolac

mma tac and s
ondero

undergo

A placebo-controlied, double-dlinded anaigesic

MMMMWWW(‘EM)MMI\WBWlSM
(me)rwsh(mmmd some dogs showing a mild weight loss, fecal abnormaitties (loose,
mucold, UCOSaNGUINEUs. feces oF mnm)mwmmuamhmmvm:m
observed in one of the eight dogs receiving 15 mg/kg following six months of dally dosing.

mmmmmm). Le.240 mpAgy'day (18 moi/day, 2.7X the maximum dally
dose), caused gastrointestinal uiceration, emesis, fecal occult blood, and welght loss. At a dose of
>wmwvuy(asmmmsaxmmauamummuose)smsmmwwmm
moribund as a result of gastrointestinal uiceration. One dog died within 3 weeks of treatment inltiation
mmmsmmumamwmnm“mwmmm
emesis, fecal decreased food intake, weight ioss, and pale mucous membranes. Renal
hlb\vhrnzphms'smsalsomhldoomadmwnwhfﬂmmmwnmw

study demonstrated the antHnfiammatory and

etficacy of EtoGesic (etodolac) tablets in various breeds In this clinica abnormalities observed at elevated doses included reductions in red blood cell count, hematocrt,

" ) hwmm a 'mhm ‘”3: hemoglobin, total protein and atbumin concentrations; and increases in fibrinogen concentration and

mwmmmmmmmammwmn reticulocyte, leukocyte, and platelet courts.
INDICATIONS In an additional study which evaluated the effects of etodolat administered to 6 dogs at the labeled dose
s forthe of pain with uawssmumumm(mwmwmw
hmdons.* Lo and during the course of etodolac therapy
ammmmmmzamww mmm
DOSAGE AND ADMINISTRATION

The recommended dose of etodolac In dogs Is 10 to 15 mp/g body weight (4.5 to 6.8 mpib)
administered once dally. Due to tablet skzes and scoring, dogs weiphing less than 5 kg (11 ) cannot be
accurately dosed. The effective dose and duration should be based on clinical judgment of disease
condition and patient tolerance of drug treatment. The inkial dose leve! should be adjusted untit 3
satistactory clinical response is obtained, but should not exceed 15 my/kg once dally. When a
satistactory clinical response Is obtained, the daily dose Jevel shouid be reduced to the minimum
effective dose for longer term administration.
CONTRAINDICATIONS
BtoGesic is contraindicated in animais previously found to be hypersensitive to etodolac.
PRECAUTIONS

Treatment with EtoGesic tablets should be

emesis, fecal

WMWMRMMWMMMMMMN
etodokac, should be evakuated periodicalty 1o ensure that the drug is still necessary and wel tolerated.
EtoGesic, as with other drugs, may exacerbate clinical signs in dogs with
pre-existing of occult hepatic o blood or
bieeding disorders.

As 2 tlass, cyclooxygenase inhibitory NSAIDs may be associated with gastrointestinal and renat

toxicity. Sensitivity $0 drug-associated adverse etfects varies with the individual patient. Patients at
greatest risk for renal toxicity are those that are dehydrated, on concomitant diuretic therapy, or those
with mul L and/or hepatic Since many NSAIDs possess the potential to

intestinal viceration, use of etodolac with other anti-inflammatory drugs, such
KOMMSIMMMMWMM

Studies to determine the activity of EtoGesic tablets when administered concomitantly with other
protein-bound drugs have not been conducted in dogs. Drug compatibility should be monitored closely
in patients requiring adiunctive therapy.

The satety of EtoGesic has not been investigated in breeding, pregnant or lactating dogs or in dogs under
12 months of age.

y YeCTopsY.
Sm I:OHDI‘lWIlS
Store at controlled room temperature, 15-30°C (59-86°F).

HOW SUPPLIED
EtoGeskc (etodotac) Is avaitable in 150, 300 and 500 mg singie-scored tablets and suppiied in botties
containing 7, 30 and 90 tablets.

NDC 0856-5520-03 - 150 mg - bottles of 7 NDC 0856-5550-03 - 500 mg — bottles of 7
NOC 0856-5520-04 ~ 150 mg — botties of 30 NOC — 500 mg - botties of 30
NDG 0856-5550-05 - 500 mg — bottles of 90

NDC 0856-5530-05 ~ 300 mg — botties of 90
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